increased capacity for small molecule exchange. For example, oxygen diffusion is optimized by 70 virtue of an increased surface area for exchange and reduced diffusion distance. Carrow and 71 colleagues (Carrow et al. 1967) reported that a greater number of capillaries were present 72 within the muscle of exercised rats compared to their sedentary counterparts. While the 73 authors concluded that this phenomena was due to an increased number of perfused capillaries 74 following exercise, in retrospect, this study likely represented one of the first observations of 75 the phenomenon known as exercise-induced angiogenesis. Subsequently, the use of rabbit and 76 rat models of electrical stimulation -induced muscle activity, together with standard 77 histological and intra-vital microscopy techniques, provided unequivocal evidence that 78 expansion of the capillary network occurs via addition of new capillaries in glycolytic muscle 79 subjected to a sustained increase in metabolic demand (Brown et al. 1976 associated with the stretch of muscle also contribute to the angiogenic process 116 Egginton 2011). Capillaries are tethered through extracellular matrix to the surrounding muscle 117 tissue. Thus, capillary shape is altered and stretched with increases in sarcomere length (Ellis et 118 al. 1990 ). Cultured endothelial cells subjected to static stretch increase production of pro-119 angiogenic factors (Milkiewicz et al. 2007b ). In accordance with this concept, the interstitial 120 fluid collected from muscle after repeated passive leg movement was shown to increase 121 endothelial cell proliferation (Hellsten et al. 2008; Hoier et al. 2013b 
